(12)»»lsa*ft»?Ifc»-3^T4>IB**LtcBIBlH« 



mmmmm 

(43) HIS^BBB 
2005 ^9fl9 0 (09.09.2005) 




PCT 



IIIH 

(10) BRg^BBM 
WO 2005/082389 Al 



(51) BIBttltaH 7 : A61K 35/78, A23L 1/20, 

1/30, A61K 38/55, 45/00, A61P 35/04 



(21) mmmmm^: 

(22) HKlttJBiB: 

(25) BRSmJIiOwK: 

(26) BtS^BRCOsIB: 



PCT/JP2005/003130 



2005 ^2 ^25 S (25.02.2005) 



(30) ffiftjf ^r— 

*$Bl2004-054554 2004 ^2 ^ 27 S (27.02.2004) JP 

(7i) \&mx(2km$:®L<±x<D^m\z^^x): 

}&faj£g-*± (FUJI OIL COMPANY, LIMITED) [JP/JP]; 
T5420086*EJff*UEm**Bffi'&*«2TB 1 S 

5 * Osaka (JP). 

(71) UIIAfccfctX 

(72) §£Bf\%: /J\# ;g (KOBAYASHI, Hiroshi) [JP/JP]; t 
4313192 »ra*a£t&rfi¥fflllJ 1TB20|1^S 
temftJz^&mXn Shizuoka (JP). 

(72) &&Zf 

(75) %9]*/BilRA r*Hlcol^Tfl!>*;: * B 

(YOSHIDA, Ryuji) [JP/JP]; =r 3002436 SgttMSK&SE 



O < fffflSEBflSB-tz:/* — Ibaraki (JP). S£- 
(FUKUDA, Yoichi) [JP/JP]; t 5988540 

mffi^Hr 1 »« ^xasma^a KB**pjf n 

Osaka (JP). 

(si) fisifa^fti^y, *xa>««<DBrtfiiBiA< 

RTffi;: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, 
B W, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, DM, 
DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, HR, HU, 

ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, 
LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, 
NI, NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, 
SG, SK, SL, SM, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, 
US, UZ, VC, VN, YU, ZA, ZM, ZW. 

(84) »5£n r«3F<D£i^Ky . ±x<Dmm<D&m&m 

tfuHfe): ARIPO (BW, GH, GM, KE, LS, MW, MZ, NA, 
SD, SL, SZ, TZ, UG, ZM, ZW), a-7VT (AM, AZ, 
BY, KG, KZ, MD, RU, TJ, TM), 3 — □ V /i (AT, BE, 
BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, 

IE, IS, IT, LT, LU, MC, NL, PL, PT, RO, SE, SI, SK, TR), 
OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, 
MR, NE, SN, TD, TG). 

&PCTJS if v KD#IBfc»«**LT^* rzi-KirfflSIS 



= (54) Title: CANCER METASTASIS INHIBITORY COMPOSITION 
*H (54) S§HJl<&«fl*: ffl$E«ffll*J«jS«a 

(57) Abstract: It is intended to provide a cancer metastasis inhibitor which shows a potent effect of inhibiting cancer metastasis 
00 comparable to bikunin while showing no side effect and can be obtained in a large amount at a low cost. As the results of studies on 
fT) the cancer metastasis inhibitory effect by the administration of soybean Kunitz trypsin inhibitor (KTI), a potent activity of inhibiting 

cancer metastasis is found out. Since KTI is contained in soybean whey, which discharged in a large amount in preparing separated 
^® soybean protein and so on from soybean, and soybean whey can be obtained at a low cost, KTI extracted and purified in a large 

amount therefrom is clinically applicable. 

ID 

O (57) m^: fcf^->a)J:5<c3t*«:*(E*»*Jffffl**L. »JfMJ*<£ < , ^o«ffilc**lcA¥*<lT1ft«:*(K 

r<i »»*j«*«tt-r*o hu^>w>t tf*- cktd (D&^iz&zmmmmmm&m^tzt 

Oc*. »*tt*e*»*jstt*jiu-rfciijotco KTir**s^&»«*saaaif*ai«i-r*i»fc**fc#ua?*L 

*LfiBiBEJBffl*<RrilB-e**o 



WO 2005/082389 



1 



PCT/JP2005/003130 



m m * 

[oooi] *mwtz. ttmm^fet£<^<Dm&&muir%ftm&mirummmirz> 0 
Steffi 

[0002] &1>m-Cfc> 1981^£JU3k &&ttR<Dl&&&ltoWtXilS*)^ ^EH©l/4tt*5 

[0003] is^#<d— A«^ow^^J;t)fch^^*^0^^#^w^w^Ji-s^3ae<j 

[0004] — ;£\ AS^^tctthy^W^fctr^— ^^*h/T33l5, «r^«IASSeSr3B[ 
t^ov >TM^LTV vs><D&T*$>Z> 0 fl>a>5ffi!l#ftsJB teSM^i-M^W&i^ 



WO 2005/082389 



2 



PCT/JP2005/003130 



[0005] #i^Citkl: #11^6-14506 l-^kfg 
#ff^Cm2:#|S¥7-10773^|& 

##f^^Cft^l :Kobayashi H., Shinohara H., Gotoh J., Fujie M., Fujishiro S., Terao 
T.: Anti-metastatic therapy by urinary trypsin inhibitor in combination with an 
anti-cancer agent. Br. J. Cancer 72: 1131-1137, 1995. 

QJC WtWi Vol.27, No.12, 1738-1746, 1982. 

[ooo6] £x±(D£?ic s ^^(Dx^M^m^mmm^Tjku ^^m^±mc 

[0007] ^mm^hu, ±M(DMM\z.m.^ ^^xD^mm^^^xyt^n^^m 
, tKTi}tmi-%)<Dm&bmfrxn^^m&&^i-%^b&Mm^tio ^xktw 

o 

[0008] w-h,*mMmmi-z><D^ 

2) ±^^yymbv^^4^\f^—<Dm^Mti,x±u^—^^ mmv m 



WO 2005/082389 



3 



PCT/JP2005/003130 



5) ^ a ^.fcitmMxh^mmi) mmms.^. 

«t>u< it mmm tm^nx^ ^ k^li ^&xh% mrtss) tanc^^ % 

7) BUSED IBfttDiia^^^^^X^/^^^^^^tf , «L<ii/ 

^mmvki£&t\.xMM<D&W"smxfo% 0 

[0010] (KTKDMMjjfe) 

z>ti#)^ ^<Dm^mtvx^a.^—^mM(Dm^m^^t^m^^\ £ 



WO 2005/082389 



4 



PCT/JP2005/003130 



[0011] &?±wfc^— ^shy^vw^ttr^—Sr^tp^cs^—^ffl-eirSo i~ 
[0012] JlMmzftM±a.m&&M&ir%mmxm&£fo%±&*^~\^ #*^d°p« 

[0013] ^cshy^vw^fctf^— ^cs*^— iUhy^w^ttr^— % 

hy^&14%fc&5J;5fc8^nU pH<Srl.7~ 5.20*b<«2. 7—4. 8<D$affl^{£ 

SlJtf>#£fc£L-C#M 2004-3 131 70^§-<kfR fclEifetf^Ss&ffl V ^^b&X%% 0 

g-e**ffU @?^«:30~50fift%@gSn*ii&«>. pHS:SW^fe#T, 0*b<fip 
HSrl.7— 5.2.«tW*U<tt2. 7—4. 8©«Sffl^fiy#t"5*'C, rt&O^J;^ 



WO 2005/082389 



5 



PCT/JP2005/003130 



@^*sio-3omft%(c:ai#ib, ai^s*:*— icatu 3m*%w±^pig 
tab, ^tv^KTimm^tvx^mm i^mm *smx$>z> 0 

[0014] £t>^ ^cSWJ^W^ttr^— *«f<»©KTI©^7#ISr_btf5^:«)j!:H:, hy^v- 

hy^vwvttr^— ©^^yshy^y^tt^- (kti){* p h4. 5co#m 

(do, &*:<Di&3<* (Dmnuxptt&m&isxmM&ifcm&pt&xh 
n mto&<DmMikm&£z&i<\ m^nmftxwL&X'&zMKmm-rzi&msh 
z>o ^xwm2oo4-3i3i7o^m^mm<Di^T(D^m^^HrMxh^o 

[0015] hy^W^ttf^— <©^^tfcj^^l^^CbpH2. 0—4. 8, 0*lXf2pH3. 0— 

ML-x-KTmrnm^r-r, m^±mtitmtK^-m-r^t^x^<Dxh^ 0 m 

*L<«2. 5^£>4{g^Wl£U/\, ^jfafeKTItt-t©^ fc5V>^^tt-eS^m 
[0016] ^P^(D«^M0jm^«, ifBKTlSr^TS&^^^LT^-rSt^-efcSo * 

mMmmm^&^tz.temmx&% 0 mm^ti^x^^n^m^^mmx 
y.nm^mmm^n^uwtu^x^m(Dn^mKmm^xn^^o ^ 



WO 2005/082389 6 PCT/JP2005/003130 

mmitu mfc&MMMttstiZo ^xm\^ti^ui^t^x\tmm(Dmm^m,m 
ztiz>&m<Dh(D, m^^mm, mmm. &&m. mmm, Rmm&&L mnm 

[0017] ^mmco^^nrnm^. th&^t?m%mm<Dj&cDm&<Dnm<v @ &xmm 

mz-temm. %m. mm. mm. mmm. %m. mnm, z>y°±/^m. m\. imm 
s &mm. %mmmzM^x%z> 0 
[ooi8] mmmm\^Mir^z.m^xn, m^tvxmx.mim. mty-hvy^ 

nm. tk, /k y°v/<s— ;v s rn^^yy 0 , yyymm. f^y°>m. 

urn, fvyy, %m, mv>, ^kj-^k ^^^y-^mm^mmm, mmy 
/w\ xTTv^mm.. xvmtis tfv^^y*v^—^m<vmnmm&&mx%z> 0 
mzm.mfe!&mzjfcvmm<Dmj&&Mi,tcm%h mz.i*m&m, ny^m&m. 

[0019] %mmm\cm^ir^\cmvx^ m.{t£i>xm%.&7wm. fv^y, # 
[0020] ^^-fe/^j^, tt&&&&±wreM0i\jz&n<D&fcbmt&^ mnny^ 

[0021] ^J(D^^^-r5^BSlLT«:, fi^Lt^JtWxfv^y3-/K 

^/v^m^^J;9#fc^yi?^-rK#^ffl-e^So 



WO 2005/082389 7 PCT/JP2005/003130 

[0022] mtmti,xmM£tiz>m&. mm, %m&xmmmrmm^ K^mtm 

y~Kyis^v^^yiryy^ism^J c f i ^^b^-ct>j;<. ^tcmm^mm 
[0023] &mm, Mx-i-z^—xK ?y~j>&WA><Dmmtem&rz£k\tt. ^mtv 

[0024] Mi--hfs^-M^j^^st^cT*^j, i%&m, mm, m&m. -frtim^m 

[0025] ^0J(D^#ffi]$IJ^J4 I ^^^KTI(Z)*{i#^RB^tV'f 1 0 ©gfc-S-*^ 

[0026] ttmmmmmMto&tt&iimz.mfeisti'r. ^mmmnm, &#<w» 
, m^&m&giW, B#<Dmvt<Dn&mzfo^x&:m&tiz>o M^mm, %m 
, mm, mm, mmm, %m, mnmRxi^y^m^mn^^^o mmm 

[0027] *&wmm®wfflw<Dft&}&ft<D&i j *m-z. mm, muzwmv 

2—4mnmzfrurx&i*irz>z.btfx%z> 0 
[0028] ^mm^^mmm^mmx^m^mmnm^m^n^^K m^m 

^mm<v&&mmmti.x®imir%-b&x%% 0 



WO 2005/082389 



8 



PCT/JP2005/003130 



[0029] _hfBKTi«, m.t)tem<Dm&mmftm&m^z>'k<D'?$bz>i>K ^mw^^x^ 

So 

[0030] ^mm(D^^mmm.^ma-i, }??~>tei£<Dm<D&^&mi¥m&m~rm 



WO 2005/082389 



9 



PCT/JP2005/003130 



>\ -fel^y— /K hy/K wnri/T*}-— k 9?v9^^ yWy^ K^iJV 
[0031] ^<D^JS^Jf*«a#^«»ifi&^ii:^ffi$^:5^i:^J;«9, 

[0032] ^T^^J^fBgrrs^ r.©|SWoftWffi3tS^r.ti^>«)^^«toTIS3£$ 
[0033] 



WO 2005/082389 



10 



PCT/JP2005/003130 



[0034] m^M2]KTmXXJ^BBI(DmM 

5Kg^ii-c#^cs^— 2ook g mmm^3. oit%, p h4. 6, nhv^» 

-T^ttr^— ^7^960, OOOunit, ftf'A/S-a-#A20. 3dry%, M#20. ldry%, 

3§?M50°C, »MS80r(Z)^#-e«j£miiL-C^ia?f^42. 2M%, i^h 
yy->Wytt^- ^#930, 000unit(66unit/g)(D|g*f^— ^14, 000g(# 
^#^200gn^) ntc 0 

mm^^—^i5 o cK^mL-xv>m^xvpn4. o^^bio°c^T3B#r^#®b 

tc&TM'MMa, 500GX10^)^fV^_b?t^M^it^ o ^HLfc_h»^12, 
850g#fetL^@^«m*41. 3%, mVV-f^^^tt?— ^ffillO, 500 
unit (8. eunit/^t^^Mttl, 150g#ibtK ^mWM^>2. 3tt%, & 
MJ^W^ttf^— ?Stt820, O00unit(713unit/g)-e&ofc 0 ^o-ChU^V^ 

3fci!^ iJfcj&l, OOOg-^2, 000g^Px.^fc^^pH4. 0»^L&/^ib*^ 
^V>T(4, OOOrpmXlS^ft^b^Af^^cm^^gKS, 000GX10 
^)LT±^(BBI)^^(KTI)f31^itfc 0 _htt(BBI)^2, 767g#^H?f^l4 
. 2%, ^hU^W^tt^— ^7^595, 000unit(215unit/ / g)-C\ £fcJ§£(KTI)te 
233g#fe^@?f^55. 8%UhVy P iy^4^t:^-~tlim21, 000unit(948unit 

[0035] [KI^^J] 

KTIiBBI feMMffl 2-?ntc& ©OTU^T© ^ fcflfeUfc, 
r>ndr-f-— if, ^Sf, ^5/-^>, 7 ^American Diagnostica *± 
(Greenwich, CT)J;f9^AU £iERK, #lMEK1/2, £UkU iSXTftfLV^mikERK, tfi 
U>-^bMEKl/2 N ^Ly^^bAkt$o:#:«New England Biolabs|±(Beverly, MA)J;«9^ 

[0036] -mmwrn^ 



WO 2005/082389 



11 



PCT/JP2005/003130 



[0037] -^#?R©f|«Eife 

UK1 ( lO^^&BJIft^Ail/Cig^U 16B#ISI&te»Y— Uh 
0«^fc^Lfr£^O.3 ml(Di:t«^A^C 0 ^KTI^BBI^O.l, 1.0, & 

i"5fcfe^G-CSF(granulocyte-colony stimulating factor) ^Px.T^ndr^-— if £rjj& 

Bio-RadttttoM SfflfflS^y h«M&E bTSU^LfCo 
[0038] [^^MS^fflJiS3LL(DKTI^BBI^J;6^ndr^-— ifj^jJ^Jft^OfNEI 

^#<^^LTV^^^^i- 0 KTIfcSV^BBI^rO.l, 1.0, 10 (M<£)|ftS-ei2B#F« 

fcmz®lM&tlfc 0 b£>U BBI»(^>-K5-7) (d«^ndr^-— iff^TO^lJf^ 
mfem#)hfrlt£froti 0 G-CSF (0.1 (g/ml)^J;«9MJ^^fiJ^:bT^ndr^-— ifjg 

^^ifi$-fr^^-e^lwi#^KTi^»i-§'^^J:«9 (^K9~ll) ^n^- 

if0^(D^ttWi^#tt{^$IJ$^^, BBI» (^Kl2~14)~ete?ndr 
^— if j^<D^il£#j]f|ilJ Ufe^o fc 0 
[0039] [^»^ffi^m«^ndr^— if?£tt(DfM 

965a:^— ( lO 4 (D0^aJ3S^Atv-Cl#aL16B#^^^>i— ^^M*L/c« 
MSr^if-bffM^O.l ml^a^AtWto ^(D^^KTI^BBI^rO.l, 1.0, &5V^ 

^fflO^^«^»i-^^^J;<9/-?7-hnT^y^(D^(D^^OD405 nmX 



WO 2005/082389 



12 



PCT/JP2005/003130 



✓*^K5~ 7) 0 

[0040] [^^JWS*WJ^3LL(DKTIi!BBI^j;^SSPW^If^ffl] 



KTIfc^V^^BBI^O.l, 1.0, 10 (MCO^g^"CBoyden chamber assay^-e^gilCO^ 

s^fFtf b/c 0 mmmmwisti?) \at^^— \z Ax^iM^&5Matrigei&* 

o L;d>U BBI^«^Aygp^$IJf^^^bn^^o^(/^^K5-7) 0 
[0041] [^V^B^Mft&3LL<DKTlbBBUC£%ffi&&$\l$i\H¥fB (Experimental metastasis)] 
Experimental metastasis'^:, ^|0J3S^t2.5 ( 10 5 cells/50 (l/mouse-e^^CDM 

mtWm kg^5, 15, 50 g&KTl&^^t-BBl&m^fchV&feBlk^^fcm&CDZ 

ffi$k&m4iZ7jkVfc 0 KTI0^K2— 4) ^BBI(/^K5— 7) (DV^^M^^^ffi 

[0042] [-^>7^JirtiSltaji^3LL(DKTI^BBI^J:§Jirfife#jq]fjjlJ^ffl (Spontaneous metastasis)] 
Spontaneous metastasis'^ -Iffi&BJi&^rl.O ( 10 6 cells/50 (l/mouse'T?-^'7^<DH 
$P^Ti-#*b/'^^Wfe#^S^&-e^ 0 kgtC5, 15, 50 gOKTI 

bbk^>"K5-7) \cm%&&mmi / Emfem&t£fr'ofc 0 

[0043] •jBffll&tt&TK^&ft^ ^TJ^^iimblfiLWff^^^tbT^^^OjfiL 
o Experimental metastasis "Tfii^Jfc^^V^cD ^spontaneous metastasis"!? -jJflrfjIJcFtL^S 



WO 2005/082389 



13 



PCT/JP2005/003130 



o 

[0044] {Kb9mWMJ&HRA<DKTlbBBUC£&m^MmMmm¥mPeritonecd 
disseminated metastasis)] 
Peritoneal disseminated metastasis?^ teu SfflIS^r5 ( 10 6 cells/mouse~CX— 

&MZ.£-&Z>jjW:-VhZ>o rnmmm kgK5, 15, 50 g <Z>KTIfc5V^BBl£^ffcfe<£> 

[0045] [^^J|rpS|0Jja3LL^fch#pmS^I^HRA^^it^KTI^BBI^i§iy^/Ws^ 
f&lftMB] 

i^fCMiT^>Z\t^t>f)^X\^ 0 — ^\ HRA^fflJJ^^|^br»TGF-(l (transforming 
growth factor-betal)^II^i-§r^^J:^^a^^— if^^^/Cili-^i^^fll^^ 

tbTV^ 0 G-CSF^TGF-d^^^JJ^^^iJir^— ^|i^-f-§^MAP kinase 

(MEK, ERK)^PI3 kinase (Akt)^^t: (V^mt) tSthXMcm^Vn^— if^ 

IH7^^i-J;5^^ KTI^BBI^I^S^i^^-J^KTIO^MEK, ERK, AktCOU^ 



WO 2005/082389 



14 



PCT/JP2005/003130 



[0046] ^_hj:«9, ±&&3^T\fe^vxmmmmmmm*bikWfofcmAi,£5birz 

m&(D®M<Dnm&n&&fflvx^zzb&m&&titz 0 
wmm^mm(D^m^mm^mimm^x^M^m^m^h(Db^K.btix 
*5«9, ^(Dmm^a^ti^^^hv^^^ti^uT^—^iMMpnmmxh 

[0047] m¥fr&^&M:fcmttR*<Dmz£zmt&&%&.i773As ^n^Ab-r 
^bm^x%mo7oA^mm^mm\(DmmM^mm^^b^m^ti^o 

^tih^B^ir^b50^A^±<Dm^^mM^ik^<D^mM^b^h(Dbn 

^n^t-^.ik^m^mmmmmw^mm^um^Atixh^^mh^ir^ 

[0048] [01]^^|rtfMJ^3LL(DKTIi!BBn3:J;^r>ndf-^-w-if (?n^-if)j£3l«J^ 
[|E|2]^^|rti^|BJiS3LL(DKTI^BBI^J:§S^aS^^®® , >ndr^-— if (r>ndr^-— 



WO 2005/082389 



15 



PCT/JP2005/003130 



m3]^VXB!ffimBfc3l±(DKTlbBBliz:£%1&WM&fflftR fcoV ^Boyden 
chamber assay'^^IJ^Ut^^-efcSo 

[^Experimental metastasis^iCX^^B^ft&^LL(DKTltBBnz:X^M^^ 
[g|5]Spontaneous metastasis'^ «t V^Vxffi^%®^3LL<DKTlbBBlfc£%Bfc&$£$(l 
[H6]Peritoneal disseminated metastasis' K^^r^M^MSkSLLfDKTltBBlKX 

m7^^^mmMmLLt\iHmwm^HRA\^nmTitBBuzx^iy^'r/^ 



WO 2005/082389 



16 



PCT/JP2005/003130 



m^mm 

[9] ^s^^5/^Mhy^ 0 ^w>-tt^-(Z), s^ftj0im^^»i5t{c*3(t5^fflo 



WO 2005/082389 



1/5 



PCT/JP2005/003130 




WO 2005/082389 



5/5 



PCT/JP2005/003130 



[06] 



5.0 



Z 4.0 - 



*j 3.0 - 



- 2.0 



1.0 



0 





Peritoneal Disseminated Metastasis 




X 









KTI(gku) 




0 


5 


15 


50 


0 


0 


0 




BBI (<!. k<!) 




0 


0 


0 


0 


5 


15 


60 








K 1 1 


(2) 




I4> 


(5) 


(6) 


<7> 




[07] 






3LL cells 








HRA cells 






KTI(tlM) 


0 


10 


0 0 10 


0 


KTI diM t 


0 


10 0 0 


10 


0 


UBl(liM) 


0 


0 


1 0 0 0 


10 


BBI tuM ) 


0 


0 10 0 


0 


10 


G-C'SI : (Ug in!) 


0 


0 


0 0.1 O.I 


0.1 


TGF-jil my 


ml) 0 


0 0 10 


10 


10 



P-MEK --> 

mi:k - > 

P-KRKI/2 
KRKI 2 • 



P-Akt ••> 
Akt -> 

u PA > 
|>-actin — > 



10 II 12 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2 0 05/0 0313 0 



CLASSIFICATION OF SUBJECT MATTER 
Int. CI 7 A61K35/78, A23L1/20, 



1/30, A61K38/55, 45/00, A61P35/04 



According to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 7 A61K35/78, A23L1/20, 1/30, A61K38/55, 45/00 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 

Jitsuyo Shinan Koho 1922-1996 Jitsuyo Shinan Toroku Koho 1996-2005 

Kbkai Jitsuyo Shinan Koho 1971-2005 Toroku Jitsuyo Shinan Koho 1994-2005 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
BIOSIS (STN) , CAplus (STN) , EMBASE (STN) , MEDLINE (STN) , JMEDPlus ( JOIS) 
JSTPlus (JOIS) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



Veloes, R. et al . , Proteolytic activity 
associated with tumor growth and metastasis- 
Influence of trypsin inhibitor (soybean) on 
Ehrlich ascites tumor growth, Archives 
Internationaled de Physiologie et de 
Biochimie, 1976, Vol.84, No . 5 , pages 1119 
to 1120 (abstract) CAPLUS [on line] AN . 1977 : 
133639, DN. 86. 133639 

Jun Wu et al . , Enhanced Vascular Permeability 
in Solid Tumor Involving Peroxynitrite and 
Matrix Metalloproteinases , Jpn. J. Cancer Res., 
2001, Vol.92, No. 4, page 439, Fig. 9; page 448, 
right column line 21 to page 449, line 2 



1-9 



1-9 



I x I Further documents are listed in the continuation of Box C. 



I I See patent family annex. 



* Special categories of cited documents: "X" 
"A" document defining the general state of the art which is not considered 
to be of particular relevance 

"E" earlier application or patent but published on or after the international "X" 
filing date 

"L" document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other «y" 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other means 
"P" document published prior to the international filing date but later than the 

priority date claimed "&" 



later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 



Date of the actual completion of the international search 
25 May, 2005 (25.05.05) 


Date of mailing of the international search report 
07 June, 2005 (07.06.05) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2005/003130 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



JP 62-294622 A (Hiroshi MAE DA) , 
22 December, 1987 (22.12.87), 
(Family: none) 

JP 7-10773 A (Hiroshi MAEDA) , 
13 January, 1995 (13.01.95), 
(Family: none) 

JP 7-10772 A (Hiroshi MAEDA), 
13 January, 1995 (13.01.95), 
(Family: none) 

JP 10-66572 A (Showa Sangyo Co., Ltd.), 
10 March, 1998 (10.03.98), 
(Family: none) 

WO 97/25422 Al (Nissin Food Products Co., Ltd.), 
17 July, 1997 (17.07.97), 

& US 6509445 Bl & GB 2311220 A 

& GB 9705774 AO & EP 890638 A2 

& AU 1210797 A 

JP 9-100298 A (Fujimoto Seiyaku Kabushiki 
Kaisha) , 

15 April, 1997 (15.04.97), 
(Family: none) 



1-9 



1-9 



1-9 



2-4 



1-9 



JP 2 00 0-86531 A (Nippon Kayaku Co. 
28 March, 2000 (28.03.00), 
(Family: none) 



Ltd. ) , 



1-9 



1-9 



Form PCT/ISA/210 (continuation of second sheet) (January 2004) 



Bl^ffilM#-§- PCT/J P20 05/00 3 1 30 



a. $m<omrrz>fm<o&m (hbw^hmr (ipc) ) 

IntCL? A61K35/78, A23L1/20, 1/30, A61K38/55, 45/00, A61P35/04 



W3lESrffofc*/hK«» (BR*Wft»« (IPC)) 

IntCl. 7 A61K35/78, A23L1/20, 1/30, A61K38/55, 45/00 



H*H*ffl*f3B&* 1 9 22-199 6<¥ 

B*H45tBBStfll*f3B^* 1 9 7 1-2 0 0 5^ 

0*S*ffi»f3g*»43t« 1996-200 5^ 

0*Bat»llffi*f3fe2r« 1 9 94-20 0 5^ 



a^Pffi^Cfgffl L-t^T-^^-X (t*— *<D*«v> SSfi^itffl UfcJBsf) 

BIOSIS(STN), CAplus(STN), EMBASE (STN) , MEDLINE (STN) , JMEDPlus (J0IS) , JSTPlus (JOIS) 



C. 



Veloes, R et al, Proteolytic activity associated with tumor 
growth and metastasis-Influence of trypsin inhibitor (soybean) 
on Ehrlich ascites tumor growth, Archives Internationaled de P 
hysiologie et de Biochimie, 1976, Vol. 84, No. 5, pp. 1119-1120 
(abstract) CAPLUS[on line ] AN. 1977: 133639, DN. 86. 133639 

Jun Wu et al, Enhanced Vascular Permeability in Solid Tumor 
Involving Peroxynitrite and Matrix Metalloproteinases, Jpn. J. 
Cancer Res. , 2001, Vol. 92, No. 4, pp. 439, Fig. 9, p. 448 right column 



1-9 



1-9 



* 5 1 ffl ~3C\$k 3j ^ V * 

rpj SKWJSHfWf-e, *»ofi^fe«©^!R©SBIi:feStHBi 



i"Tj H^ttlSSBXW:^0«fc^$^S:Sfc-efcoT 
coa^K) g> fz: g i ji -r 5 fc co 

r&j m-/'?fvh7 7? U — : 



25. 05. 2005 



07. 6. 2005 



H^BIWW? (ISA/JP) 
100-8915 

JtOWBFfft H KJB^MHT B 4 # 3 # 



4C 



8 4 15 



MJE. 3MB 

®fg#€- 03-3581-1101 F*3H 3 4 5 2 



fSPCT/I SA/2 1 0 (f 2-<- v 5 ) (2 0 0 4^1^) 



§t±}JE#-§- PCT/J P2 0 0 5/0 0 3 1 30 



C(g|) 



H3ti-5 



Y 
Y 
Y 
Y 
Y 



line. 21-p. 449, line. 2 

JP 62-294622 A(fuffl?£) 1987. 12. 22 (7 r 5 U — & U 

JP 7-10773 A(iUffl?^)l995. 01. 13(7 r 5 V — ft U 

JP 7-10772 A(auP3?£)i995. 01. 13(7 t 5 JJ— &U) 

JP 10-66572 A(BgfnMH^#&) 1998. 03. 10(7 y 5 U — ft U 

WO 97/25422 Al( B tf^rS|^#|±) 1997. 07. 17&US 6509445 Bl&GB 
2311220 A&GB 9705774 AO&EP 890638 A2&AU 1210797 A 

JP 9-100298 A(0^^^^±)1997.O4. 15(7/5 JJ— ftU 

JP 2000-86531 A( 0 ^itMW^^±) 2000. 03. 28 (7 y 5 V — ft U 



1-9 



1-9 



1-9 



2-4 



1-9 



1-9 



1-9 



ftSPCT/ISA/210 (f2^0gt) (20 04¥U) 



